1. MME HA JEKAPCTBEHMS IIPOIYKT R/ /7/-5 6 /Zf
Asutpokc 250 mg ¢punmMupann tabneTkn 1 ],_ ,'D.ﬁ:_. 'ng ;'

Azitrox 250 mg film-coated tablets -
2. KAYECTBEH H KOJINMYECTBEH CBCTAB

Besaka drMupana TabMeTKa ChAbpKa a3HTPOMHLKH THXHAPAT (azithromycin dihydrate) 262 mg
cpoTBeTCTBALl HA 250 mg azutpoMMUBH (azithromycin).

3a IBJIHHA CIUCHK HA MOMOLIHHTE BELIECTEA BIKTE TOUKA O.1.

3. JEKAPCTBEHA ®OPMA

dunmupada Tabnerka.

OnucaHue Ha MPOJYKTa:

Asutpoxc 250: 6exm 10 nouty Genu KpbriH GUAMHPaHH TabIeTKu ¢ nemosuana popMa.
4, KJIWHHUYHH JAHHH

4.1 TepaneBTHYHH OIOKA3AHHA

A3HTpOKC € ToKa3aH 3a JicueHKe Ha HHQCKUHH, IPHYAHEHH OT ¢HH HIIH HOBEUC OT EMH
4yBCTBHTC/IHM HA a3UTPOMMIIMH MHKPOOPTaHHM3MH (BX. TOuKa 5.1):

. Hudexkuun Ba ropHUTe AMXATETHH THTHINA. (ApHHIHT/TOH3KWIHT, CHHY3HT, Bb3NAICHHEC Ha
CpPeJHOTO ¥XO
HMudexuyy Ha A0NHATE AMXATEIHH MBTHIIA: OPOHXUT H THEBMOHHH, NPHAOOUTH B OOLIECTBOTO

. HWagexiny Ha KOXKATa ¥ MEKHTE ThKAHHU: CPCAHO H3pa3eHa dopma Ha acne vulgaris, epurema
MurpaHc (TbpeH ctaauit Ha JlaiiMcka 601eCT), EPH3HIEN, HMIETUTO ¥ BIOPHYHA HOACPMHA.
. IMonoso npeaasaHy 3a00ABAHKUS; HEYCIOXKHEHH FEHHTATHH HHEKIHH TPHIHHEHH OT

Chlamydia trachomatis.

Tpsa6Bpa da ce B3eMaT LPCABHA ouuManHiTe PHKOBOACTBA 3a MPAaBAIHATA ynoTpeba Ha
auTHOAKTEpHANHHTE 1€KapCTBa

4.2 Jlo3MpoEKa H HAYHH HA PHJIGCKEHHE

ﬂompomca

Buapacminu, SKTIOYUMETHO NAYUEHINY 6 HANPEOHARA 6bIPACTH U OeYd C MERECHO Me210 HAOD 45kg.

3a neveHne Ha HHQEKIMM Ha TOPHHTE M TONHUTE AUXATE/IHH MHTHINA, HA KOXKATA M MCKHTE ThXaHH (C
H3K/TIONEHHE Ha epuTeMa Murpanc) 500 mg BearbX Ha ACSH Ce NPUEMAT B IIPOLBIKEHHE Ha 3 IHH
(obmata no3a azuTpoMHLuH € 1500 mg).

3a cpeaHo u3paseHa ¢opMa Ha acne vulgaris, obwara 7103a € 6 g ¥ ce Ipenopb4sa B CNERH
pexum: Enua rabnetka ot 500 mg BeHBXK Ha JeH B MPOAbKEHAE HA 3 JIHH, IOCTISABAL ;
BENHEXK CEOMHYHO 3a 9 ceamuim. Jlosara 3a Broparta ceaMHua TpabBa na ce B3eMe 7 oM
nepBata npueta tabnerka. Caexsamure § ceamuuy Tpabsa fa ce B3eMar 1o | Taﬁncnlz
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3a epuTeMa MHrpaHc 06M1aTa 1032 a3UTPOMHELIHH € 3 g, KOATO Ce IpHeMa, kakTo € nocouero 1000 mg
(4 bunmupann TabneTn or 250 mg HaReHEXK) ) Ipe3 MBPBIL AcH nocneasany ot 500 mg (are
duiaMupaH tadnerky ot 250 mg) oT BTOPHA 10 NMeTHA ACH KAaTO ¢IHOKPATeH JHCBEH MPHEM.

3a ICHCHHE HA HEYCIOKHEHH IeHHTANEA nHdeKkuyn npuauHern ot Chlamydia trachomatis nozara ¢
1000 mg (vuetupu dunmupann Tabretks ot 250 mg) NpHETH HABEJHBXK, CAHOKPATHO.

Jeua c renecuo Terno noa 45 kg

Asurpoxc TabneTkn Moxe 1a Ob/Ie MpHIarad camo Ha JICLa ¢ TerIo mo-ronamo ot 45 kg, npH koMo
Ja ce u310/13ea 06HYaiiEa 1033 3a BB3PACTHH. 32 Jeia ¢ Terno noj 45 kg Morat aa ce u3non3sar
OPYTH TeKapcTBeHH QOpMH a3UTPOMMIIMH, HAMP. CYCIICH3NH.

Io-B3pacTau xopa:

IIpw No-Bb3pacTHH XOpa Ce H3MO/3Ba ChINaTa A03HPOBKA, KAKTO NPH Bb3pacTH nauueHTH. Toi xato
N0-Bb3PACTHHTE XOPa, MOTAT Aa ObaaT MALHEHTH CBC CHIILTCTBANIH TPOaPHTMHH, CE IIPCHOPhYBa
1OBHILICHO BHHMAHHE, [IOPajH PHCK OT ChpaeyuHa aputMis i torsades de pointes (Bmx Touka 4.4).

bvbpeuna nedocmamvynocm

TTpy HAUMEHTH ¢ JeKo yBpeacHa 6b6peuna gynkuua (KpeaTnauHoR KHpbHC >40 ml/min) ve ¢
HeOOX0MMa KOPEKIUA Ha M03HpoBKaTa. fIpH NauMCeHTH ¢bC CTOHHOCTH HA KPEaTHHHHOBHA KITHPEHC
< 40 ml/min e NpenopLIMTENHO Aa C€ MONX0XK/1a C IOBHIICHO BHUMAHHE.

Yeprodpobua vedocmamvunocm

A3MTPOMHIIMH C¢ MeTab0oMM3Mpa B 4epHUs Apob H ce eKCKPETHpa 4pes3 »IThUKaTa, i He Tpadsa aa ce
IpHAAra NpH NAaUMCHTH, CTPAAIiH OT TeXKa YepHopobHa HeaocTaThuHoCT. He ca mpoBexanu
NpPOYYBAHHS, CEBP3aHy C NPUIIaraHe Ha A3MTPOMMLMH [IPH Te3H NMALHCHTH.

B cayuaii na nponycnama 0o3a
ITponycHarara 1034, TpAGBA a GbIE B3eTa KOJIKOTO € Bh3MOMNHO MO-CKOPO H CNENBANINTE J03H
TpabBa Na O6BIAT MpHEMaHH B 24 yacOB HHTEPBAIL.

Hauun na npunoncenve;
A3uTpoKe (hunMHpaHH TabneTxu TpaGBa Ja ce NOrNbIIaT neny. Te MOTaT Ja ce IpHeMaT ¢ HiH 0e3
XpaHa.

4.3 IlporaBonoxasaHff

A3HTPOKC € IPOTHROTIOKA3aH APH NANHUEHTH, KOUTO Ca CBPBXYYBCTBHTENHI KbM a3HTPOMHLMH,
€PHTPOMHLIHE, MAKPOIHIHH H KCTOJHIHH aHTHOHOTHLY WIH KBM HAKOE OT MOMOMHHTE BEIUECTBA,
OCOYCHH B Touka 6.1.

TTopanu TeopeTHYHATA Bh3MOKHOCT OT [IOSBa Ha PrOTH3LM, A3UTPOMHLME He GHBa 12 ce Ipuaara
3A€HO C ISKAPCTBEHH NPOAYKTH, ChALPKALLHY €PrOTAMHHOBH POH3BOANH (BXK. Touka 4.4).

4.4 ChenuaJHA npelyNpeKICHHs H NPeANa3HH MEPKH NPH yHoTpeba

Anepauunu peaxyun: KakTo rpH epuTpOMHIMH ¥ APYTH MAKPOJIHH, B PENKH CIydaH ce chobiasa 3a
CEPHO3HY ATePrUYHH PEAKLHHU, BKIIOUHTENHO aHrHoeAeM H aHaduakcHa (pAnko patanHy),
OEPMATOIOrHYHH PEAKIIMH, BKIIIOYHTENIHO OCTPA FCHEpanu3npata eK3aHTeMaTo3Ha NyCTyno3a
(AGEP). Toxchuna enuaepmanna nexponnsa (TEN) (psako ¢ nerajes usxon) Hskou or T3 peakuuu
HMAT KaTo pe3yNTaT PELHIHBHPAHE HA CHMIITOMHTE, KOCTO BOJIM JI0 YABDKABAHE HA NIEPHOJA 33
Ha6M10/IcHHE H TeYcHHE.,

CIHpaHe Ha CHMITOMATHIHATA TCPAIHA.




Vepeacoane na uepnoopotmama ¢ynxyua: Thit kKaTo 4epHOAPOOHHUAT IIbT ¢ OCHOBHHAT MBT 3
eTHMHHENPAHE Ha a3UTPOMHLIMH, IECYEHHETO Ha MALMEHTH CHC CEPHO3HO YepHOApoOHO 3a6omaBane
TpAGBa Oa ce npoBekIa ¢ ocobeHo BHMManne. [Ipy npuIoKEHHETO Ha a3UTPOMMIHH Ca JOKIAIBAHK
CNlyYaM Ha 3amalipail XeNaTHT, MOTCHIIHAIHO BOJIEI A0 KHBOTO-3aCTpallaBalla YepHOApoOHa
HEZOCTATHYHOCT (BXK. Touka 4.8). Haxon maupeHTH MoXke fa ca EMaJIi IPEAX0KAII0 YepHOAPOOSHO
3a00NABaHE M MOKE N1a Ca IPHEMATH APYT XeNaTOTOKCHYEH IEKapCTBEH NPOAYKT.

B cnyuaif, ye BL3HHKHAT MPH3HALY H CHMITOMH Ha YepHoapobHa qHchyHKIMA, KaTo 6Bp3o
Pa3BHBAIIA CE ACTEHHHA, ACOLHMMPAHA C XBITCHANA, IOTEMHABAHE Ha YPUHATA, CKIIOHHOCT KbM
KLPBEHE HIH YepHoapobHa eHuedanonaThi, He3abagHO TpsaOBa J1a ce HA3HAYAT TECTOBE 32
W3CeABane Ha Yeproapodnara Gyukuus. [IpriaraHeTo Ha a3UTPOMHIHE TPADBA 112 CE CNIpe, aKo ce
H0sIBH 4epHOApoOHa ZUCHYHKIHA.

Epeomamun. [Ipn maupcHTH NpHEMalIH €proTaMHHORH NPOAYKTH, EPrOTH3MBT CE YCKOPABA IPH
€OHOBPEMCHHOTO UM IIPHIIATaHe ¢ HAKOH MaKpOJIHIRH aHTHOHOTHLH. HAMa naHHY 32 BE3MOMKHO
B3aMMOACHCTBHE MEXK/Y EPrOTAMHH M a3UTPOMHLIMH. BBIpekH ToBa, Mopany TEOPETHYHATA
BB3IMOMKHOCT OT MOABA HAa €PrOTH3BM HE CE IPENOPHYRA GAHOBPEMEHHOTO IIPH/IATaHE Ha
A3UTPOMHLHH H €prOTaMHH.

Cynepwsichexyuu: KakTo ¥ IpH OpyTH aHTHOMOTHYHH IPOAYKTH, C€ NPENopbYBa CIeeHe 32 NPH3HAIK
Ha CyNepUHGEKLNH, IPUIHHEHH OT HEIyBCTEHTEHM MHKPOOPTaHnH3MH (Hanp. reOnann ungiexumn).

Cnyuau Ha guapus, npudunena ot Clostridium difficile (CDAD) ca moxnaasas# IPH MPHIMKSHHETO
Ha I0YTH BCHYKH AHTHOAKTEPHAIHH IEKapCTBa, BKIIOYHTENHO a3UTPOMHLHE, H HEHHATA OCTPOTA
MOZKE 1a BapHpa OT JIcKa Auapus 10 dataned konnt. [IpunoxeHneTo Ha aHTHOAKTCPHATIHY JICKapCTBa
TIpOMeHS HOpManHaTa (iopa Ha AeGenoto yepro, Koero BoaH 1o cepexpactex Ha C. difficile.
C.difficile npoussexna TokcHHH A H B, KouTo gonpuHacar 3a nosrara Ha CDAD. Bepurure Ha
C.difficile nponyuupany XHNEPTOKCHH, yBeIHYaBaT 3a601€BacMOCTTa B CMbPTHOCTTA, THi KaTo TC3H
HHQEKIIMH MOTaT 44 ca pedpaKTEepHH HA AaHTHMHKpOOHATa TEpanya 1 MOraT Aa JOBCHAT 10
xonektomus. CDAD tpabea f1a ce uMa npeaBHI NPH BCHYKH MAUMEHTH, IPH KOHMTO ynotpebara Ha
aHTHOHOTHLM € CHIpPOBOAeHa ¢ AnapHs. HeoGXxomumo ¢ BHIMATEIHO MEMIIMHCKO NPOC/ICIABANE, Thil
kato CDAD Moke f1a ce N0ABABa I0BEYE OT JIBA MeCcena ClIel IPHIOKEHHETO Ha aHTHDaKTepHaIHUTE
AIrcHTH,

Vepeacoane na 6vbpeynama gyurxyus: [Ipyu naluenTsd ¢ TEKKO yBpexnane Ha 6b0peunara GyHRuus
(cxopoct Ha rnomepynra ¢rrtpauns < 10 ml/min) ce nabmonasa 33% yBeauucHHE Ha CHCTEMHATA
€KCHO3HLES KbM a3HTPOMUIMH (BXK. TOUKA 5.2}

Yovnucenu copoeuna penoaspizayus u QT-unmepsan,
Y 1baKeHH chpeyHa penonapuzanya u QT-nHTepean, cboOiaBamy 3a pHCK OT HACTBIIBAHE HA
chpaevHa apuTMEs | torsades de pointes, ca Hab/oJaBaHH [10 BpEME Ha NIEYEHUETO C APYTH
MAaKpOIHaH,. [IpH NaLHeHTH C NOBHLIER PHUCK OT YABIDKEHA CHPACYHA PENOTAPH3aLKA N0M00eH ehexT
edeKT Ha,a3UTPOMMIIMH HE MOXKE HAMBJIHO A3 Obae Obae M3KImotHeH (BXK. Touka 4.8}, C/ICN0BATENHO €
He0OX0QHMO BHUMAHHE MpPH NallHEHTH:
® ¢ BpOJCH WIH O0KyMeHTHpaH yabmkeH QT unTepBail.
®  HaJIeueHHE C APYTH aKTHBHH BELICCTBA, 32 KOMTO CE 3Hae, 9e yasmhkapar QT-HHTepBana KaTo
aHTHapuTMULH OT Ki1ac IA (xuHHauH ¥ npokanHamux) U kiac I (modernmia, aMmronapoH 1
COTAI0), UH3ANPHI H TepdeHa i ;
C CNICKTPOMHTHO HapyllIeHHe, 0cOOSHO B CIy4Yad Ha XHIOKAIHEMIHA H XHIIOMarHe3HEMHA
¢ KMMHHYHO 3HauYHMa GpaapKapaus, CbpASYHA APHTMHS WIH TEXKKA CBPACYHA
HEXOCTATBYHOCT.

TOH3K/IHTH, IPHYHHEHH OT Streptococcus pyogenes, KAKTO H 3a NIPoQUIaKTHKA Ha cl_:pa peBM’aTnllH&; ‘; i
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Tpecka. B roBedeTo ClnydYan a3HTPOMHUHH ¢ ()CKTHBEH CPELy CTPENTOKOKH, IPHYHHABAIH
uadeKrn Ha Me3o(apHHKC, HO HAMA JaHHH 3a HeropaTa ¢pHMKacHOCT NPH NMPeJOTBPATABAHE HA OCTpa
pEBMATHIHA TPecKa.

4.5 BsaumogeHCTEHA ¢ APYTH JeKAPCTEEHK NPOAYKTH H APYTH dopMu HA B3auMoAeHcTBHE

[MpunaraHeTo Ha a3MTPOMHLIMH Ha [ALUMEHTH, IPHEMAIM JPYTH JICKAPCTBa, KOHTO MOTAT 1a yABLKAT
QT-puTepsana, TpAGBA Ja CTaRa MHOTO BHHMATENHO (BK. TOUKa 4.4)

Anruanuau: ITo Bpeme Ha (papMaKOKMHETHIHO NPOYYBAHE Ha eDEKTHTE HA CAHOBPEMEHHOTO
NpHUIIAraHe Ha A3HTPOMHLIMH C AHTHALIMTHH JICKAPCTBEHH TIPOAYKTH HE Ca Ha0M01aBaHH MPOMEHH B
obmaTa OMOHANTMYHOCT, BBIPEKH e H3IMEPEHHUTE IU1a3MEHH KOHHECHTPAIIMH Ce IOHWXABAT C OKOJIO
25%. ITput NanMeHTH, MPHEMAIIK M A3UTPOMHMIIMH H aHTHALIMIH, IBETE JIeKapcTBa He TpadBa Ja ce
IpHEMaT €IHOBPEMEHHO. A3MTpoMHILIEH Tp:OBa 1a ce npHeMa Hali-manko 1 Jac mpeay unm 2 saca
cliel IPHEMA HA AaHTHAIH/ICH DPOAYKT.

ernpusun: [Ipy 31pasu 0GPOBOILM ¢IHOBPEMEHHOTO NIPUIIATAHE 33 5 HY HA A3HTPOMULKE U 20
mg UeTHpH3uH npu steady-state He MOka3ra (papMaKOKHHETHYHO B3aMMOJEHCTBHE M 3HAYHTENHY
npomeru B QT-uHTepBana.

Ju1ano3MA (AMICOKCHAHO3WH): EHOBPEMECHHOTO NpHiaraHe Ha THIAHOIHH M JIHCBHH J03H of 1200
mg a3UTPOMHLKH IIPH 6 [IALKEHTH HE € 0KA3aJI0 BIHAHHE BLPXY (GapMakoKMHETHKATa Ha JHAAHO3HE
B CpaBHEHHME ¢ nanedo.

JUroKcuH H KoJIXUIAH (cyocTpaTn Ha P-riimxonpored ).

B pe3ynrar Ha eTHOBPEMEHHO NPHIOKECHAE HA MAKPOIHIHH AHTHOHOTHUH, BKAIOUMTENHO
A3UTPOMMIIMH, Che CYGCTparT Ha P- IIMKOIPOTEHH KAaTO HIOKCHE M KONXHLMH, CE ChobIaBa 3a
NOBHUILABAHE HA CCPYMHHUTE HHBA Ha cybcTpara Ha P- rnuxonporenna. [lopagu ToBa, ako
A3UTPOMUIHH K CyGcTpaTHTe Ha P-TIMKONPOTEHH KATO JHTOKCHH CE IPH/IArar eIHOBpeEMEHHO, TPAOBa
I ce MMa MPEIBUJI BE3MOMKHOCTTA 33 OBHIIEHH CEPYMHH KOHICHTpaluH Ha gurokcud. Heobxoxumo
¢ KIHHHYHO NPOCNEASBaHe H €BeHTYAIHO H3CIEABAHE HA CEPYMHHUTE HHBA HA TUTOKCHH MO BPEME H
CJIC NpeKpaTABaHC Ha JICYCHHCTO € a3HTPOMHIIHH.

Sugopyann: Equoxparnu ao3x o1 1000 mg, KakTo ¥ IPHAOKEHNA MHOTOKpaTHH 1034 oT 1200 mg wiH
600 mg a3uTPOMHLHH, He 0Ka3Ba BIIHAHHE BbPXY (apMaKOKHHETHYHHTE MOKA3aTENH B IU1a3MaTa HiIH
eKCKpElHMATa Ha IHJIOBY/IHH Ype3 yPHHATA, KAKTO H HA HETOBHA TIIOKYPOHUARPAH META00HT.
[IpHeMaHETO Ha A3MTPOMHLMH [IOBHIABA KOHUEHTPALHHTE HA KITMHEYHO aKTHBHHA MeTabouuT,
(ochopHnupan 3UI0BYIHH, B MOHOHYKIIEAPHUTE KICTKH Ha nepitepHOTO KpHBOOOPBIICHHE.
KNHHMYHOTO 3HAYCHHME HA TC3H JAHHH HE € HAITBJIRO H3ACHEHO, HO T€ MOTaT Jia Ca OT [10/13a 33
MalHeHTHTE.

A3SHTPOMHLIHH HE B3aUMOJEHCTBA 3HAYHTEIINO ¢ YepHopobHaTa uuroxpoM P450 cucrema. He ce
npeanouara, 4e¢ ¢ MoJmM0XKCEH Ha (bapMaKOKHHeTH'-IHHTE JNCKAPCTBCHH BSaHMOJIEﬁCTBHﬂ, HaGJ'IIOIlaBaHPI
IIPY SPUTPOMHLMHE M APYTHTE MAKPOIHAH. IIpH a3UTPOMMIIHH HE ¢¢ HabmoaBa HHAYKIHA M
MHAKTHBALHS Ha MTOXpoM P450 nocpencTBoM KOMILIEKCA ITHTOXPOM-METafoMuT.

EproramuHn: [lopagn TeopeTHYHATa BBE3MOKHOCT OT II0SBa Ha €ProTH3ILEM HE CE NPENOpbYIBa
€/IHOBPEMEHHOTO MY IIPMATaHE C A3UTPOMHIMH (BX. Touka 4.4).

[poBe:xaany ca papMaKOKHHETHIHH H3CNEIBAHHA BLPXY a3MTPOMHLINH H CIEIHHTE ICKAPCTBa, 33
KOMTO CE 3HAE, 9€ NPETHPIISBAT 3HAYHTENEH UHTOXpoM P450 Menuupan MeTabOMHIBM.

ATopeactaTun: EHOBpeMeHHOTO ipHeMane Ha aropeacTaThd (10 mg JHEBHO) M a3HTPON
Mg JHEBHO) HE MIPOMEHS IIA3MEHATA KOHLCHTPAINA Ha aTOPBAaCTATHH (OTpeeeHa Ha ﬁ@'pﬁ:h_wq
nnxubupanero Ha HMG CoA-peaykrazara). S
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Kap6amasennn: ITo Bpeme Ha MpoyyBane Ha (papMakOKMHCTHYHHTE B3AMMOJICHCTEHA, IPOBESACHO
HpH 31paBd Jo6poBoIIIH, € YCTAHOBEHO, 4¢ He MOBTHABA 3HAYHMO IUIA3MEHUTE HUBA HA
KapOaMa3elMH MK Ha aKTHBHHTE My MeTabonuTH.

Iumernaun: o BpeMe Ha GAPMAKOKMHETHYHO NPOYYBAHE Ha eEKTHTE Ha €IHOKPaTHA 034
LUMETHAMH, IPHeTa 2 yaca Mpeayd a3UTPOMHLIHH, He ¢ Halsll0aBaHa IPOMAHA BHE
(apMakOKHHETHKATa HA a3HTPOMHLIHH.

Kymapunobu antuxoary1antu: ITo speme Ha npoyusane Ha GapMaKkOKMHCTHUHHTE
B3aUMOJICHCTBHA, a3UTPOMHIMH HE € IOBMMAI aHTHKOArylaHTHHA edeKT HAa ¢AHOKPaTHA 1032
sapdapun 15 mg, npunoxeHa Ha 31pasu 2o0poBoLH. [lo BpeMe HA NOCT-MapKETHHIOBHA NEPHON ca
JOKIanBaHH ClIy4yad Ha [IOTCHIHPaHC HAa aHTHRKOATryNIaHTHHA C(pGKT Karo pe3yiTar ot
eJHOBPEMEHHOTO [IPHAOKEHHE Ha a3UTPOMHLIMHE M OPA/IHHY @HTHKOATryJIaHTH 0T KyMApHHOB THIL.
BBIpeKy 4¢ HE € YCTAHOBEHA NPHYHHHO-CIEACTBEHA BphiKa, TpAOBa 1a ce MHCIIM 33 4€CTOTara Ha
npocieABaHe Ha MPOTPoMOHMHOBOTO BpeMe, KOTaTo a3HTPOMMIMH CE NIPEIIHCBA HA MAUMEHTH,
MpHEMAIIM OPATHH aHTHKOATYJIAHTH OT KyMAapWHOE THI.

Huxnocnopun: o Bpeme Ha GapMaKOKHHETHYHO NPOYUBAHE [IPH 3ApaBH JOGPOBONIIH, HA KOHTO B
npoIbkeHHe Ha 3 AHM e npuinarana 500 mg qHEBHA 403a a3UTPOMUNMH M CJIE] TOBA CIHOKPaTHa
no3a 10 mg/kg npknocnopux nepopanso, or4eTeHHTe Cra B AUCH s Ha HMKIOCHOPHH ca 61K
3HAUNTENHO NoBMmenHn. CHeA0BATENHD, EANOBPEMEHHOTO PHIOKEHHUE HA TE3M NEKAPCTBa TpAbdsa
UpeaBapHTENHO BHUMATENHO Aa ce 0OMHCIH. B caydail, ye eIHOBPEMEHHOTO MM NPHIIaraHe ¢
OMPABJIAHO M HATIOKHTENHQ, CISBA 12 ce MOHHTOPHPAT CTOHHOCTHTE Ha LHIJIOCIOPHH H IIPH
HEOOXOOMMOCT Aa C& KOPHIHPA NO3HPOBKATA MY.

Edasnpenu: Ennospemennoro mpuinokenne Ha 600 mg eHOKpaTHa J03a asuTpoMuimH 1 400 mg
JHEBHA 1032 e(haBHPCHI B [IPOABDKEHNE HA 7 THH HE BOJM JIO HAKAKEW KIIHHHYHO 3HAUHMH
(apMaKOKHHETHYHH B3aHMOACHCTBHS.

Daykonazon: EnHospeMerHOTO punoskeHye Ha 1200 mg eAHOKpaTHA 0338 a30TPOMMLUEH HE
npoMeHs GapMakokHHeTHKaTa Ha 800 mg equnokparna go3a daykoHazon. OOIIATa eKCHO3MIHA H
BPEMETO HA [OIYKHBOT HA A3UTPOMHLIMM OCTARAT HEMPOMEHCHH NPH €AHOBPEMEHHOTO MYy
IPHUNOAKCHUC C (bJIYKOHE:BOJ'I, BBLIIPCKH TORA CE Haﬁmonana KJIMHHYHO HCIHATIHMO HaMaJIsBaHe Ha
Cmax ( 18%) Ha a3MTPOMHIIMH.

Huanaasnp: EnHoBpeMeHHOTO npunoxxeHHe Ha 1200 mg ¢qHOKpaTHA 1033 A3HTPOMHLMH HAMA
CTATHCTHYCCKH 3HAUYMM eeKT BBpXy (apMaKOKHHETHKATa HAa HHJMHABHp, Npuarad xkato 800 mg tpH
ITLTH THEBHO 33 5 AHH.

MeTtuanpeanaionon: [lo Bpeme na npoyupaHe Ba papMaKOKMHETHYHHTE B3AaHMO/IEHCTRIS,
NpoBeIeHO NPH 3APaBH JOOPOBOMIIH, € YCTAHOBEHO, He a3MTPOMHIMH HE MOB/IVABA 3HAYHMO
(apMaKOKHHETHKATA HA MCTHINPEIHH3ONO0H.

Muaazonam: EnHoBpeMeHHOTO piiaoxense Ha 500 mg a3HTPOMHULIHH JHCBHO 3a 3 JHH He BOAH 10
KITHHUYHO 3HaYHMH NPOMCHH RBB (PapMaKOKMHETHKaTa M japMaKaIHHaMHKATa Ha €AHOKPATHA 1033
ot 15 mg MH1330/1aM IIpH 37IpaBH 10OPOBOJILIH.

Henguuasup: EqHoppeMeaHoTo npunoxkernHe Ha 1200 mg €1HOKpATHA 1033 a3HTPOMHLIHH H
sendunasup npu steady-state (750 mg Tpu NHTH JHEBHO) BOAK AO YBCAMYABAHE Ha KOHICHTpaMaTa
Ha asuTpoMHIKH. He ce HabmogaBaT KMHHYHO 3HAYHMH HEXENaHH PEaKUHH M HE Ce Hallara KOpeKius
Ha J103aTa.

Pudadyrun: ExnoepemMeHHOTO NpHnokeHne Ha pudabyTHH H a3HTPOMHLIUH HE OBy
KOHILICHTpallKK HA HUTO €AHO OT JICKapCcTBaTa. YcTaHOBEHA € HEYTPOIICHHA [IPH KOMG
nprokenye. TA ce CBBP3BA € NIPHNAraHeTo Ha pHpabyTHH U HE € YCTAHOBEHA NIPH!}
BpB3Ka ¢ yrroTpebara Ha a3uTpOMHIHH (BK. To4ka 4.8).



Cunpenadun: [Tpn 3npasy JoOpOBONKM MBXe, HAMA IAHHY 33 BJIHAHKE Ha asuTpomunuH (500 mg
AHeBHO 3a 3 guu) Bepxy AUC u Cmax, Ha cungeHad i WiH HETOBHSA TIaBEH METab0MT.

Tepdenaaun: ITo ppeMe Ha PapMaKOKHHETHUHHTE TIPOYHBAHHA HAMA JAHHHU 33 HACTBHIHIH
B3AMMOJICHCTBHA MEXKY A3HTPOMMIIMH ¥ Tepdenamun. B HAKOH OT CyHauTe HE € G0 BRIMOKHO f1a
C€ H3KITIOYH HAITBIHO BepOATHOCTTa OT B3aMMO/IEHCTBHA, HO HiIMa KOHKPCTHH JIOKA3aTeNCTBa 34
TAXHaTa HpOsBa,

Teodunun: HiMa naHuu 3a KIMHUYHO 3HATHMO (PapMaKOKHHETHYHO B3aUMOJICHCTRHE MpH
¢THOBPEMEHHOTO MHIOKEHHE HA a3UTPOMULHH B TeO(pHIHH.

Tpuraszonam: [pu 14 3apapn K06POBONIM eJHOBPEMCHHOTO NPHIOXKEHHE HA a3MTPoMHLMH 500 mg Ha
nen I-eu 1 250 mg Ha nen 1I-pu cbe 125 mg Tprasonam Ha AcH II-pn HAMaT 3AaUMM eeKT BLpXY
HAKOH OT (papMaKOKHIETHIAUTE OPOMEHIKEH 32 TPHA301aM B CPABHCHHE C TPHa3onaM H 1wiaue6o.

Tpemeronpum/cyIPaMETOKEA30: €AHOBPEMEHHOTO NIPUA0AKEHHE Ha TPHMETOTIpIM/
cynbamerokcazon DS (160mg/800mg) 3a 7 Auu ¢ asurpoMHIKH 1200 mg Ha neH 7 HaAMa 3HAUUM
e()eKT BbpPXY MMKOBMTE KOHLUEHTPALHH, O0IIATa EKCIIO3HLINA HIIH €KCKpPEeHATa ¢ YpHHaTa KaKTo Ha
TPHMETOTPHM, TAKa H Ha CyldameToxcason. CepyMHHTE KOHIEHTPAIKH Ha A30TPOMHLIH €A N0A00HN
Ha Te3H, HabMI0IaBaHy npy OCTAHATTHTE IpOYYBaHH.

4.6 @epTHIHTET, DPeMeHHOCT H KbpMeHe

Bpemennocm

TpoyuBaHusa BBPXY KHBOTHH Ca HANIPABEHH C JO3H JOCTUTALLH CPEIHHTE TOKCHYHH JI030BH
KoHUeHTpannu. [1py Te3n NpoyYBaHUs He ca HAMEPEHH JJAHHH 33 YBPEXKIaHE Ha (eTyca, ABDKALIO ce
Ha a3HTPOMHIIMH, JIMIICBAT JOCTATBYHHE U JI00pe KOHTPOIHPAHH H3CNeABaHHUA Ha OpeMeHHH KeHH. Thil
KA4TO M3CINICABAHMSITA TIPH XHBOTHH HE BHHAIH C2 [I0KA3aTE/IHH 34 MOBIHABAHCTO MPH X0pa 1o BpeMe
Ha 6peMEHHOCT A3HTPOMHUKH TpA0Ba 1a ce Mp#/Iara caMo IIPH JIMIICA Ha APYTa aTepHaTHBa.

Kupmene

Hama rasun 3a TOBa Jany a3uTPOMMIMH Ce EKCKPETHPa B KbpMaTa. Thil KATO MHOTO NexapcTea
NPEMHHABAT B KEPMAaTa, AaIHTPOMHLME TpalBa Ja ce npuIara npy KbPMEIH XKEHH CaMo, ako
NICKYRAIMAT JeKap € MpeLeH I, Ye MOTeHIHATHHUTE N0/I3H MPERHIIABAT NOTEHIHATIHHTE PHCKOBE 34
oA,

4.7 EdexTn BLpXY cnocoGHoCTTa 3a Iodupane u pabora ¢ MalIHHY

He ca H3BCCTHH JJaHHM 3a BIMAHHE HA a3MTPOMHMLMH BBPXY CIIOCOGHOCTTA 33 OpHpake H Mpu pabota
C MaIIUHH.

4.8 HexeaaHd JeKapcTBEHH PeaKiHu

Tabnunara no-gony 0606ImaBa HEKEIAHHTE PEAKIIMH OT A3UTPOMHIIKH, YCTAHOBSHH [IPH  KIHHHYHH
MPOYYBAHHA U CIC/ IyCKaHe Ha Ma3apa.

I'pynHpaHeTo 10 9ECTOTA € HAIPABEHO Ype3 M3ION3BAHE HA CIIEHATA KOHBEHIMA: MHOro 9ecTH
(=1/10); YecTH (=1/100 go <1/10); Heuwects (1/1000 go <1/100); Penxu (1/10000 no <1/1000); Muoro
peaku (<1/100000} u C HewsBeCTHA YecTOTa (OT HAMYHKTE JaHHH HE MOXKE 1a OBbI¢ HanpaBeHa
OLIEHKA).

Hexenann PeaKLHE Bb3MOXKHO HIIH BEPOATHO CBBP3AHH ¢ a3HTPOMHLIHH, HHGJHOJlaBaHH 110 BpEMC HA
KIMMHHYHEHTE NPOYYBAHHA H [IOCT-MAPKETHHI OBHA OITHT.

CHCTeMO-0TaHHM KJIacoBe Yecrora Hesxel1any JIeKAPCTBEHH -~ ;;};i_!j-
peaKin , // AN
o] ™

S
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C HeM3BECTHA YeCTOTA

[TceBnoMeMOpaHO3EH KOIHT (BXK.
1o4uKa 4.4)

Hapyienus #a KpbBTA B
JauMpHATA CHCTEMA

Heuectn

JleBKOMEHHS, HEYTPOIICHHS],
eo3HHO(UIIA

C HeM3BCCTHA YECTOTA

TpombouuToneHHA, XCMOIIMTHYHA
aHeMuA

HapyuieHnsi Ha HMYHHATA Heuectn AHTHOETEM,
CHCTEMA CBPBXYYBCTBHTCHHOCT
C HenzRECTHA UECTOTA Ana(MnakTiIHa peaknms (BiK.
Touka 4.4)
Hapymenus na meraGomama n | Hewecrn AHOpeKcHA
XpaHEeHeTo
IewxuHy HApYLICHHA Heuectr HepaHoct, GeschHHE
Peaxu Brabyna

C HeM3BECTHA YeCTOTA

Arpecns, Ge3nokoicIBo,
JEIHMPHYM, Xa/IFOLHHALHH

Hapymienus Ha HepBHaTa
CHCTEMA

Yectn

JamasHoCT, rnasoboHe

Hevectn

3amadHoCT, COMHONEHTHOCT,
IHCTEY3HsA, napecTeshst

C HeH3BECTHA 4ECTOTa

XuroecTe3Hs, CHHKOI, KOHBYJICHS,
TICHXOMOTOpPHA XMIIEPAKTHBHOCT,
AHOCMUA, ATEY3HA, TIAPOCMEL,
MmuacTteHus rpaBHc (BX. TOUKa
44)

Hapyumrenns Ha o4HTE Yectn HapyieHo BIDK/IaHE

Hapylienua Ha yxoTo 0 Yecn I'myxora

AaGupuiTa Heuecn Hapytuen ciyx, THHATYC
Penaxu Bepruro

CopaeuHH HAPYLIEHHS Heuecrn [ ammerauup

C Her3BECTHA HECTOTA

Torsades de pointes (B#. TOUKA
4.4), apprvian (B, TO'Ka 4.4) BRIL
BCHTPHKYJIAPHA TaXHKAp/IHI

Cba0BH HapylIeHH:

C HeM3BECTHA YeCTOTA

XunoreH3us

CromalHo-upeBHH HapymieHwst | MHoOro 4ecTH Jlapusi, kopemHa Go/ka, raieHe,
METEOpHIEM
Yectn IoBpbiliaHe, IHCOCHCHS
Heuectn [acTpyT, KOHCTHHALHA,
C HeH3BeCTHA YeCTOTA IMTanxpeaTit, 06e3BETABAHE HA
€3HKa
Xenaro-0HHAPHH HAPYIICHHA Heuectu XenatHr
Penxu VepexkaaHe Ha uepHoapoGHaTa
QyHKIHA

C HeM3BECTHA YECTOTa

UepHoApobHa HENOCTATEIHOCT
(Bx. TouKa 4.4)*, 3anTaniBariy
XCTIATHT, YepHOAPoOHa HEKpO3a,
XOIIeCTATH'YIHA XKbJITCHHLA

HapyuieHHst Ha KOXKaTa H
NOAKOXKHATA THKAH

Yecnt Odpue, OpYpHTYC,,

Heuectnt Cunapom Ha CTHBBHC-J[)KOHCBH,
peaKisl Ha (rOTOYYBCTBHTENHOCT,
YpTHKApHS 2

Pemxn

OcTpa reHepaTH3HpaHa /@J‘XE" -




C Hem3BeCTHA YCCTOTa TokcHyHa enpaepManya
HEKpOJIM3a, epHIeMa MyITHHOpME

Hapymennst Ha MYCKYJTHO- Yectnt Aprpanrus
CKeJIeTHATA CHCTeMA H
ChEAHHHTETHATA THKAH
Hapyuenns na 6n6pemurre n C HeH3BeCTHA YecToTa Octpa 6B0peyna HeNOCTATHYHOCT,
NMHKOYHATE TLTHIRA HMHTEPCTHIIHANIEH HEQPHT
O0uu Hapyinenns u eextn va | Uecrn Ymopa
MACTOTO Ha NPH/I0KEHHe
HegectH Bomka B obnacTra Ha rbpapTe,
OTOK, HEPA3NOJIOKEHHE, ACTCHHA
H3cnenBanus Yectut Hamarnen 6po# mmdonry,
HaMasieH OpOH ey3HHOQIIH,
HAMAICHO HHBO Ha OUKapOOHaT B
KPBBTS,
Heuectnt VBelmMyeHH HUBA Ha aclapTar

aMEHOTpaHcdepasa, aNaHHH
amMuHOTpaHchepasa, GUHpyOHH B
KpLBIA, YPEs B KPhBTA, KPCaTHHHH
B KPBLBTA, IPOMEHEHO HHBO Ha
Kamiii B KPbBTA

C HeM3BECTHA YecToTa Vawmxer QT-uHTepBaN (BXK.
Touxa 4.4)

* KOATO PAAKO BOM JI0 CMEPT

CrobmaBaHe Ha 0/I03UpaHy HEKETAHN PeAKLIHN

Crob1asaneTo Ha NOJO3MPaHH HEXENaHH PEAKIIMH ClIell Pa3pellapaHe 3a ynoTpeba Ha JIeKapCTBEHHA
OPOAYKT € BaXHO. ToBa M03BOMABA 13 IPOABIKH HaGMIONEHHETO HAa CHOTHOMEHHETO MON3a/PHCK 33
NeKapcTBEHKA OpOAYKT. OT MECAHIMHCKHTE CHELHANMCTH CE H3HCKBa 13 ChoOIaBaT BCsAKa
No/I031paHa HeskenaHa peakiia upes: MameiHuTeIHa areHIHs 1Mo iekapeTrara yi. ,,[laman ['pyes” Ne
8, 1303 Cocua, Ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9 IlIpegozmpane

Hexenanure edextd, HaOMIOIABAHN CNET NPUAATAHE Ha AO3M, NPCBHIIMBAIIM NPENOphYaHNTE, Ca
nogoOHH Ha Te3H, HIPOABEHH NPH NPHEM HA TEPANCBTHUHH J03H.

THNHYHHTE CUMITOMH HA IPEIO3HPAHE HA MAKPOJIMIHHTE aHTHOHOTHLM BKIFOUBAT oOpaTtuma 3aryda
Ha CIIyXa, TEXKQ H3PA3EHO rajicHe, MOBPBIUANE H JHapus. B TaknBa cnyyan e Heo6xonumo na ce
BKJIFOYAT CHMITTOMATHYHO IOBJIMABAIIH ICKAaPCTBa, KAKTO H Ja OBAaT B3CTH MEPKK 3a OUTbPXKAHE Ha
KH3HCHHTE PYHKIHU NPHU HEODXOAUMOCT,

5. GAPMAKOJOTHYHH CBOHCTBA

5.1 dDapmMakoaHHAMHYHH CBOHCTBA

dapmakoTepanesTU4YHa rpyna; AHTHOAKTEpHAlIHH JICKApCTBa 3a CHCTEMHA yroTpeba. Makpoimun.
ATC kon: JOIFAIQ

Mexanuzom na deticmaue:
A3HTPOMHMIIMH ¢ MAKPONHACH AHTHOHOTHK OT IpylaTa Ha asanuaure. Monexynara ¢ moay4
npubaBAHE Ha a30TEH aTOM KEM JJAKTOHHHA TPBCTEH Ha erythromycin A. XHMHYECKOTO
asuTPOMHULIKH 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin A. MonekyiHaTa Ma?' g
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MexaHn3MBT Ha ACiCTBHE Ha a3UTPOMHIIHH ce Da3Mpa HAa [IOTHCKAaHE CHHTE3aTa HA IPOTEHHH B
BaxTepHuTe, upe3 cBbp3BaHe ¢ pubosomHara 508 cybenunnia u MEXHOMpane HA MEMTHAHATA
TPAHCIIOKAlHA.

Mexanuzmu 30 ev3nuxsane Ha pesucmenmuochm

Pe3UCTEHTHOCTTA KbM 23HTPOMHIIHH MOKE 14 € Bpo/ieHa HiH npugobuta. OCHOBHUTE MEXAHH3MH 33
BB3HHKBAHE HA PE3HCTCHTHOCT MPH OAKTepHHTE ¢a TPU: IMPOMSIHA B MACTOTO Ha JICHCTBHE, IPOMAHA B
TPaHCOOPTHHTE MEXAHH3MH Ha aHTHOHOTHKA, MoaudHLHpaHe Ha aHTHOHOTHKA.

[IbnHa KprCTOCaHA PE3HCTEHTHOCT € YCTAHOBEHA 1IpH Streptococcus pneumonidae, [-XeMOTHTHIHH
CTPETOKOKM OT rpyna A, Enterococcus faecalis n Staphylococcus aureus, BRITIOHHTEIHO METHIIHINH
pe3sucTeHTHHTE IaMoee Ha S. aureus (MRSA) KEM epHTPOMHIIEH, a3HTPOMHLKH, IPYTH MaKPOIHIH H
NMMHKO3aMAIH.

I'panuyu
I'panuun ua MUK o EUCAST (EUCAST -Erponeiickn Komurer 3a Onpenensse Ha
AutumukpobHata UysctRuTensoct) (Bepeus 1.4, 2009)

IMatoren Bunopo-cneuuduapn rpanuui (S < /R >)'
YyBCTBHTEIHH PesncTeHTHH

Staphylococcus <1 mg/l > 2 mg/l

Streptococcus A, B, C, G <0,25 mg/l > 0,5 mg/l
Streptococcus pneumoniae <0,25 mg/l > 0,5 mg/l
Haemophilus influenzae’ <0,12 mg/l > 4 mg/l

Moraxella catarrhalis < 0,5 mg/l > 0,5 mg/l
Neisseria gonorrhoeae <0,25 mg/l > 0,5 mg/l

'EpuTpoMuting MOXKe A3 C¢ W3NON3Ba 32 ONPEICHIHe Ha YYBCTBITC/HOCTTA Ha NOCOUCHNTE
MHKPOOPIaHH3MH KbM JPYTHTS MAKPOIHIM (a3HTPOMHIIMH, KIAPHTPOMHUHH H POKCHTPOMHEHH).
MakponuauTe IpHIOKEHH HHTPABEHO3HO ca AKTHBHH cpelty Legionella pneumophila (epuTpoMuniun
MUK:< | mg/l 3a u3onrpany ausy BUROBE). MakponmuauTe ca 6MIH H3NMI3BAHK 3 TCYCHUC HA
undexuun, npuausenn ot Campylobacter jejuni (epurpoMuii MUK < 4mg/l 3a wsonupanu musw
BH/IOBE), ASUTPOMMIIMH € OHI U3MONI3BaH 3a JICYCHHE Ha HHMEKUHH, npHauienH ot S.yphi (MUK <1
mg/l 3a usonupanu AueM BURoBe) H Shigella spp.

‘Bsaumosphakara Mexay MUK na Makposumawte no otHowmenwe na H. influenzoe u xinHuyHMS
0TroBop ¢ cnaba. Ciieq0BaTeIHO, IPAHKMITUTE Ha MAKPOIMIMTE H 10Z00HHTe aHTHOMOTHIIH ca
(HKCHpPAHM [IPH OTIpeAciiaHe Ha quBud THO H. influenzae xaTo cpeieH.

Hyacmeumeanocm

YecroTaTa Ha MpUAOOHTATA PE3MCTEHTHOCT MOMKE [a BapHpPa B 3aBHCHMOCT OT reorpadckoro
NOJIOKECHHE H ¢ BpEMETO 34 OIIPpCALIICHH BUOOBE. Ilo tasu MpHYHHA € IIPCIOPBEYHTEHO HATHYHC Ha
MH(OPMALH, OTHOCHO PE3HCTEHTHOCTTA B KOHKPETHATA CTPaHa, 0cOOEHO NIpH NCYEHHE HA TCKKH
pudernrn. HeoGxommmMo € eXCepTHO MESHKE, B Ciiyuail ue ocoDEHOCTHTE Ha PEIMCTEHTHOCTTA
MO/IATAT MOA BBIPOC eeKTHRHOCTTA OT NPHIAraHeTo Ha A3HTPOMMITHH,

Tabnuua: AHTHOAKTEpHANCH CHEKThD HA A3HTPOMHIIMH

YyBCTBUTENHH MAKPOOPTAHH3IMH

Aepotnu ['paM-noI0KHTETHH MHKPOOPTaHEIMH

Staphylococcus aureus
MeTHIHIKMH - 9YBCTBUTEITHH

Streptococcus pneumoniae
IeHUIHIHH - 1YBCTBUTCIHH

Streptococcus pyogenes

Aepobuu I'paM-oTpuIaTeNHH MEKPOOPTaHH3MA




Haemophilus influenzae
Haemophilus parainfluenzae

Legionella preumophila

Moraxella catarrhalis

Pasteurelia multocida

AHaepoGHH MUKPOOPIAHH3IMH

Clostridium perfringens

Fusobacterium spp.

Prevotella spp.

Porphyromonas spp.

Ilpym MHKPOOpPraHu3MHA

Chlamydia trachomatis

Bujiose, npn KonTo npofaeM Moke aa Gbae NpHI0ONTATA PE3UCTEHTHOCT

Aepobiu I'paM-N0T0KHTEIHH MEKPOOPTraHHIMH

Streplococcus preumoniae
TIeHMIIMIHH — CPETHO YYBCTBHTEIIHH
TIeHHIIMIHH — PE3HCTEHTHH

MHKPOOPI‘&HH3MH C BpOA¢Ha Pe3HCTEHTHOCT

AepobHn I'paM-TION0XNTENHA MRKPOOPTAHHIMH

Enterococcus faecalis

Cradunoxoxkn MRSA, MRSE*

AHaepobHH MUKPOOPTraWH3IMH

I'pynara Bacteroides fragilis

* MeTHUHIMH-PE3NCTEHTHUTE CTA(HIIOKOKH CE OTJIHYABAT C MHOTO HIMPOKO PaslpoCcTpaHeHa
npuAoGUTa Pe3HCTEHTHOCT KM Makpourau. [TocTasenn ca B TasH rpyna, TeH KaTo pAaKS NPOABABaT
JYBCTBHTCIIHOCT KbM a3HTPOMHLIHH.

Crnel oLeHKAaTa Ha [IPOYYBAHUATA, NPOBEICHH IIPH Aena, ynorpebara Ha a3HTPOMUIIMH HE ce
MpENOpHYBA 34 ICYEHHe HA MAJIAPHA, HHTO KaTO MOHOTCPANHA, HUTO B KOMOMHALIMA C NeKapCTBa Ha
OCHOBATA Ha XJIOPOKBHH WJIH aPTEMH3HHMH, THil KATO He € YCTAHOBEHO, Y€ € HE MO-MalKO €eKTHBEH
0T AHTHMATAPHIHHHTE JICKAPCTRA, PENOPHYAHH NPH JISYCHHE HAa HEYCAOKHEHA Maapus.

52 dapMakKOKHHeTHYHH CBOHCTEA

Abcoptyun
GHOHANHYHOCTTA HA a3UTPOMHUIIMH CIISZ NEPOPANTHO NPHIOKEHHE € NpubmMsHTento 37%, a
MakCHMANHA 1Ta3Mena KOHIEHTpalis ce JOocTHra 2-3 yaca ¢/Ien npHeMane Ha JIEKapCTROTO.

Paznpedenenue

Crnen mepopanHo [PHIOKEHUE a3HTPOMHIMH €€ Pa3Npelen IHPOKO B OPraHU3Ma.
DapMaKOKHHCTHIHUTE NIPOYYBAHNS JOKA3BaT, Y€ KOHIEHTPAHATA Ha A3UTPOMHLIHH, H3MEPeHa B
TEKAHHTE, € SHAYHTENTHO N0-BHCOKa {10 50 nbTH) OT H3MEPEHATa B TUIa3MaTa. ToBa HOKa3Ba, Ue
a3UTPOMHIMH B TOJIAMA CTEIIEH Ce CBBP3Ba ¢ ThKaHHUTE,

CBBP3RAHETO ChC CCPYMHATE MPOTCHHH BAPHPa B CHOTBETCTBHE € NJIa3MEHATa KOHLEHTpAlHs B
unTepBan ot 12% npu 0,5 pg/ml no 52% upu 0,05 pg/ml cepym. CpenHuaT 06eM Ha pasrpeaeieHHe
npu steady state mpBa (VV ss) nocrura 31,1 kg,

Enumunupane:

KpaiiHHAT nna3MeH eMMMUHALHOHEH [IOJY)XXHBOT OTPa3sBa B rONAMA CTENeH eTHMHH
WKEBOT OT TBKAHHTE, KOKTO € 0T 2 10 4 JHH.
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[Mpubnausurendo 12% oT HHTPABECHO3HO NPHETATA 032 a3UTPOMHIMH C¢ CKCKPETHPA HENPOMEHEHA B
YPHHATA B IPOIBDKCHHE HA CIICABAIIHTE TPH AHH. B meficTBHTENHOCT BUCOKM KOHLICHTPAUHH OT
HENPOMCHCH a3UTPOMHLIMH ca OTKPHTH B YOBEIIKATA KITBYKA.

B TBUKATA CE OTKPHMBAT OMIE AeceT MeTabommTa, KouTo ca obpasysanm upes N- n O-nemeTnmmpane,
XHIPOKCHIIHPaHE Ha JA€303aMHHH M arTHKOHOBH [IPBCTCHH, H Ype3 pas3iafaHe Ha KIaJJHHOZHH
cheanHeHns. CpaBHEHHETO Ha PE3yNTaTHTE, IIOMYYEHH OT TCYHO XpoMaTarpadcku u
MHMKPOGHOJIOTHIEH aHAIH3 I0KA3Ba, Y¢ MeTa00NMHTHTE Ha A3HTPOMHIIMH HE €A MUKPOOHONOTHYHO
aKTHBHH.

IIph M3UKTBaHMS Ha XHBOTHH €4 HAMEPEHH BHCOKH KOHLEHTPAIIWH a3HTPOMHIIMH BhB Qaronmrure.
YCTaHOBEHO €, 4e IO BpeMe Ha aKTHBHA (aronuTo3a ce 0CBOOONIABAT I0-BUCOKH KOHLICHTPALH
A3UTPOMMLIHH B CPABHEHHE C KOJIHYECTBOTO 0CBOGOACHO OT HeaKTHBHHTE daromuTh. CneJoBaTe/HO
MpH M3MUTBAHKS HA XUBOTHH H3MEPCHHTE KOHLECHTPALHH a3MTPOMHLMH B MR(EKTHPAHATa ThKaH Ca
BHCOKH, B CPaBHCHHE C HEHHGCKTHPAHATA.

53 IIpeaxIHHHYHH AAHHH 3a Oe30MacHOCT

Tpy H3MHTBAaHHA HA XHUBOTHH C A03HpOBKa 40 MBTH M0-BHCOKA OT KIHHHYHATA TEPANeBTHIHA 1034,
A3UTPOMMIMA NPHIMHSBA 06paTHMa PocdoNHImIao3a, HO KaTo NPAaBKAO HE ce Habmoaasat
TOKCMKOMOTHUHH JI0CIEACTBHA, CBhpP3aHH ¢ ToBa. He e ycTaHOBEHO a3UTPOMULMH 13 MPUIHHABA
TOKCHYHH peaKkuyH OpH [AanMeHTH, MPHEMALIH NPEHoPBYHTEIHHTE J03H.

Kapyunozenen nomenyuan

JIBAroCpOYHM M3NHTBAHMA NIPH XKUBOTHH 3a OLICHKA Ha KapLUMHOTEHHES IOTERIMAN HE ca
HpOBEXKAAHH, ThH KaTO N€KapCTBOTO € IIPEAHA3HAYEHO CaMO 3@ KPATKOCPOYHO JICUEHHE U HAMA
HHIHKAUHY 33 KaplIMHOICHHA aKTHBHOCT,

Mymaeenen nomenyuan
A3HTPOMMIIHE He [I0Ka3Ba MOTCHLUHAN 33 TeHHH H XpPOMO30MHH MYTAIIWH TIpH in vitro 1 in vivo
M3CJICIBAHNA.

Penpodyxmusna moxcunnocm

EMOpPHOTOKCHYHOCTTA € H3CNCABAHA BhpXY *KHBOTHH. [Ipy MUIIIKH M NIBX0BE He ce Habmonasa
TepatarcHeH edext. [IpH IILXx0Be, MOTyYaBalll a3MTPOMHLMH B K03k oT 100 u 200 mg/kg TenecHo
Terino AHCBHO, BOIH A0 JICKO H30CTABaHC Ha OCH(I)HKalIHﬂTa Ha nnoga 1 A0 HapaCcTBaHE Ha TEACCHOTO
Terno Ha Majikara. [TpH MepHHATAIHN K MOCTHATAIIHH H3CCBAHNA Ha IUTBX0BE ce Habmonasa neko
3abaBsHE Ha Pa3BUTHETO, BCIE/ICTBHE HA JIEYCHHE ¢ A3MTPOMHIHEH B A03u 50 mg/kg nuesHo.

6. DAPMAINEBRTHYHH JAHHH
6.1 Cuanchbk 52 NOMOLIANATE BEIECTBA

IIpexenaTHHH3UPAHO LAPEBUYHO HHILECTE
HaTpHEBA KpOCKapMEJIOSa
Kanuaes xunporerdocdar
MarHe3ues creapat
HaTpHeB Naypuncyndar
xuipomenosa 2910/5
THTaHOB THOKCHJ
Maxporoa 6000

TAIK

CHMETHKOH emyicus SE 4
noarcopSart 80

6.2 HecbBMeCTHMOCTH

Henpunoxumo
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6.3 Cpok Ha roanocr

3 roaHuu

6.4 CneuuajHH YCJIOBHS Ha CbXPAHCHHE

Ja ce cpxpamasa moa 25°C. Jla ce ceXpaHsBd B OPUTHHANHA BETPENIHA ONMAKOBKA.
6.5 Bua i CHABPKAHNE HA ONAKOBKATA

PVC/Al 6aucTep, THCTOBKA 3a NALHEHTA, KAPTOHEHA KYTHA.

KonuyecTsa B €1Ha ONAKOBKa:
Aswnrporc 250: 3 u 6 punMHpann TabaeTKH.

6.6 Cnennaiauy NpeINa3HH MePKH IPH H3XBbPIAHE H padoTa

Hsama coeranin H3HCKBAHMA.

7. MNPHTEKATEJ HA PAZPEHIEHHUETO 3A YIIOTPEBA

Zentiva ks,

U kabelovny 130

102 37 Prague 10,

Yemxa penybimka

8. HOMEP (A) HA PASPEHIEHUETO 3A YIIOTPEBA

20040403

9.  JATA HA ITbPBO PA3PEIMABAHE/MIOJHOBSBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

19.08.2004 / 18.12.2009

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

08.03.2018
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